excluded all spirometry tests yielded in reversible airway obstruction, and all our patients were over the age of 40 years and all were smokers. We believe that these tools and criteria are enough to exclude most asthma patients. Indeed, asthma can be diagnosed in clinical practice based on symptoms alone in the majority of the patients without further testing. Other methods to differentiate asthma from COPD (e.g. CT scan, transbronchial biopsy) are beyond the aims of epidemiological (prevalence) studies.
Prof. El-Kassimi raised a concern about the high rate of excluded subjects due to poorly performed spirometry and he questioned whether this may reflect the poor reliability of these diagnostic tests. We respectfully disagree and believe that this is a strength rather than a weakness of the study. Excluding a large number of tests due to poor performance indicates that the research team was very meticulous and highly adherent to the American Thoracic Society (ATS) standards. All tests were reviewed by two investigators independently to make sure the quality of the flow-volume curves and time-volume curves followed the ATS criteria.
I would like to emphasize that our study is a prevalence study and should be interpreted from this angle. First, it is well-known that in normal infants of both sexes pituitary gonadotropin secretion is higher during the first months of life than in the later prepubertal period. In addition, during infancy considerable gender differences can be observed in the secretion pattern of both gonadotropins. Plasma concentrations of luteinizing hormone (LH) are higher in boys than in girls until 6 months after birth, while plasma follicular stimulating hormone (FSH) is higher in girls than in boys during the first 2 years of life. The infants' gonads are stimulated by the increased endogenous gonadotropins and respond with elevated sex hormone production. Thus, a testosterone surge with peak values in the normal range of male adults occurs in healthy male infants during the first 6 months and elevated estradiol concentrations comparable to levels seen during advanced puberty can be observed in healthy female infants during the first 2 years of life.
Mohammed Al Ghobain
2 That physiological basis has led many panels of pediatricians, biochemists, endocrinologists, and statisticians to construct pediatric reference ranges for various hormones that are age, gender, and community-specific. American, German, and Spanish reference ranges are currently present to be applied in the clinical settings. According to my knowledge, no pediatric reference values are present in Jordan that are age and gender-specific. Relying upon other pediatric references to evaluate sex hormone profile in the studied infants and young children might make the conclusion made by Ajlouni et al 1 questionable. Second, Ajlouni et al 1 stated in their study that serum estradiol (E) was measured by a microparticle enzyme immunoassay. Some concerns exist regarding its sensitivity and specificity. Having an accurate and reliable E assay is of critical importance in epidemiologic studies, especially when measuring the very low E levels (<30 pg/mL), and for discerning the relatively small (usually less than 20%) case-control differences in E levels. Because E is metabolized to more than 100 metabolites in the body, some of which cross-react with E antibodies, direct radioimmunoassay (RIA) without purification steps lacks specificity for E and could substantially overestimate E levels. Although direct E RIA using commercial kits are simpler, less time consuming, and less expensive, and require less sample volume than conventional RIA with preceding purification steps, their lack of sensitivity and specificity makes them invalid for measuring circulating E levels in epidemiologic studies. 3 Recently, the stable isotope dilution liquid chromatography-tandem mass spectrometry method has been found to be able to measure concurrently all 15 estrogens and estrogen metabolites (EM) in urine and serum with high sensitivity, specificity, accuracy, and precision [laboratory coefficients of variation (CV) ≤5% for nearly all EM]. The assay requires only extraction, a single chemical derivatization, and less than 0.5 mL of serum or urine. 4 Third, despite the previous two limitations, the finding of significantly lower serum E levels in the studied case group is really interesting. If that is confirmed by extensive studies and I hope that it is, it could substantially support the emerging body of evidences that there is a role for hormones in emerging sex-linked behavior in early development. 5, 6 Mahmood D. Al-Mendalawi Department of Pediatrics, Al-Kindy College of Medicine,
Reply
We agree with Professor AlMendalawi and thank him for his comments. We are aware of some pitfalls of the assay, but that was the best available at that time. We assure his and our reader that our interest in the subject will continue and we will collect more data and run the same samples published with the new collected ones and use the most updated essays available.
Kamel Ajlouni
The National Center for Diabetes, Endocrinology and Genetics, Amman, Jordan
